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SIR: 

■ Full benefit of the filing date of International Application Number PCT/JP02/07543, filed July 25, 2002, is claimed 
pursuant to the provisions of 35 U.S.C. §120. 

□ Full benefit of the filing date(s) of U.S. Provisional Application(s) is claimed pursuant to the provisions of 35 U.S.C. 
§119(e): Application No. Date Filed 

H Applicants claim any right to priority from any earlier filed applications to which they may be entitled pursuant to 
the provisions of 35 U.S.C. §1 19, as noted below. 

In the matter of the above-identified application for patent, notice is hereby given that the applicants claim as priority: 

COUNTRY APPLICATION NUMBER MONTH/DAY/YEAR 

Japan 2001-225749 July 26, 2001 

Certified copies of the corresponding Convention Application(s) 
H are submitted herewith 

□ will be submitted prior to payment of the Final Fee 

□ were filed in prior application Serial No. filed 

□ were submitted to the International Bureau in PCT Application Number 

Receipt of the certified copies by the International Bureau in a timely manner under PCT Rule 17.1(a) has been 
acknowledged as evidenced by the attached PCT/IB/304. 

□ (A) Application Serial No.(s) were filed in prior application Serial No. filed ; and 

□ (B) Application Serial No.(s) 
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ffifE#2 003-3106165 



<WM 2 0 0 1 - 2 2 5 7 4 9 ^- v : 17/ 

[0 0 19] 

<y??-ffimnm, ^fcammm, ^m^^t--? h-r*. ^^mit& 

[0 0 2 0] 

7<yif«i:Lt(7)7;^;vi, t;i^-;i^ T^^-;v^(iitiI^ L 
N y°n ^ y y°n t: y if- -t * > r 'J - y ^m. ? - v 

LTte^-f--;^ y°nb°-;i^ y^^-^^W^-So ^T;u^;w* 

, y?ny^-;i^ y^n^>^-;v^ y^n^y;^, y r 
r-ry^-)U^ y? n^t — ;HP§^Mf <b*i& 0 + Lt(i^ h 

F^OD^fjH, h y;v^-n^-^;i/^, h 'J y ^y 9 y 
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^-v: 18/ 



h 9 Kn-7 7-^*^=tLF±fE-^ (2 - 1 ) , (2-2), (2-3), 
(2-4) 3ZJ± (2-5) "C$L2ti&&mit*mf hfih 0 
[0 0 2 1 ] 

ti7^/i, - hoi, 7;^;^;Kf-;H^#ctMi: LT$f I Lv> 0 
at n 7 'J - iHlitJIJ liitfO^f n 7 'J - M L, fefV 
, tf;5v^-;H6, r/K'J/i'i, *y'J;i^ <fv* 

y >; ;i/^^tf £>*i, £f £ L < (it: 1 ; fc?V 5 y f- 

36, ADr;7;vnJfyi, ft!7jv^;vfts, ffij^r^^^^^y >f -;H£ 

, 1Si7;v^;V>;;^t-^i, ffi$&££(i$tfi&<7)T ^ y y7/i, - ha 

Dy/7;^+->i, emx(±iifit&T ^ 7^^ii'ftwi:niit 

1, Any;7;K;vi, ^n*v r^n* ctMi ttfi 1 ^ Lv^ G 
7ii/*7^f^ii:Ltli > rtf)H, 7°o/nv -f TPS 4 



ttlSE#2 003-3106165 



mm 2 0 0 1 - 2 2 5 7 4 9 ^- v : 19/ 

— <h LT(i^>-t? >^;w,-h — p - h — ;i/^^^^tf ibn 

itT^3^ry*^^;Hi: Ltli^>y>t^ry*;l"f-iVi> 9 

)V*)vm, 7 'J - ^»ttt $ ti/ci&I 7 ;u ^ Afnr'J-iHttt^ 
>f^3fe, i&®iT fr*)^ — 7'J-^^^*-;H, Afn7'J-^ 

[0 0 2 2] 

±ie— (i) Kj3v»-c\ A-e^^tL^^t LTti— ^ (2-1) - (2 

-6) > -NR1-Z, -NR1-C(=0)-Z, -NRl-S02-Z<OV>-f tl^T*^ £ ti&^T^S L < 
, -fcjfc (2-1) - (2-6) , -NR1-C(=0)-Zt5 ? J: Lv\> L< 

(±. (2-1) -C&& 0 
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^-v: 20/ 



t LT{±_h|SR2~R6-C^2t<)Ot|f|*|i(^atfe*^ r ^*f'btL*o ZX*&Zti& 
liLTIi, — tfSsS (2) T*^S*i£&, H^T^*;^ ©iRT^y-^*, 

) tii^fctaT;^^ (2) -cmzti2>mr*wm2titz\&®LT 

n^1£jKT;i/^r;Hfeov>-r*L^-c^$tL-&^ ? «f* L<, £<bK— «5*; (2) tr 
[0 0 2 3] 

fi&^i: LT(i_hfSRK R2> R3, R4, R5, R6£ <fc fflirej&^tz & ^ £: ^fOft 
[0 0 2 4] 

*f&9!Ki3V>-Cf±, S<bK. — ft^C (1) £j3V>t\ A**-*^ (2-1) - 
(2-6) T&Ztl2>m. -NR1-Z, -NR1-C(=0)-Z, -NRl-S02-Zm>-f *u&»-ef£$ 

z^ ? -^ (2) -eft$n&^ fii7;^;H, fiiT^^-^l, 
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^-v: 21/ 



[0 0 2 5] 

^H^-Cfi> (1) tC^v^T, A(i-^ (2-1) ~ (2-6) ~?m 

ZtlZ^ -NR1-Z. -NR1-C(=0)-Z, -NR1-S02-Z, -NR1-C(=0)-NH-Z, -NR1-C(=S)- 
NH-Z<7)^T*i7^£ilU 

zzr% RUiTkmiW^. i&mr^ir^m. tar;^-;^, fg^T;v*-;v* 
, HiKT^*^ (si^^r-njir^^-e^vo ^em^ti/ciMr;^ 

f&t7;^;vSo^fti^^$L, RltZfilS^LT^ffMLT & J: < , J#£- 
ZfiTffi-^ (2) MT^^r^S, ]&B.T^l--)l>ms i& 

ttt^^MT;^;^, (2) ^£*i&*T®&£*i£{MT;i/ 

Afo7'j- ^-cffijfc £ r ;v - ;i^<7) v^-f tifr l 

[0 0 2 6] 

—1B&Z (2) 4 J R2, R3, R4, R5, R6(±-en^tt[Bj Dfil^oT & J: < , Am 
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itt^$tiW7;v+^ M7^n+yi, mkT)v*)vm (^i-^ 

t: Ko^ryftl7^3^yS > ^n^Vjg^T^Jl'S, ^nyyfi|7^ 
n^fvi, AoyyftjR7^-;vS, -hni, y7^i> fi&£fc(±&fi& 

-To 
[0 0 2 7] 

BlitKn^ry;H, ftt7^3^yl > tKn^y^75yi, fi^T^^r 

[0 0 2 8] 

X 7$ ? -NRl-C (=0) -ZX»m 

Zri*— fejS (2) -Cit£*L&^ (j*^, R2, R3, R4, R5. R6^*L-r*L|5l D"C £ 
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jRif j' tf&mm^X'mzti&m 

[0 0 2 9] 

Atf—fa$: (2-1) - (2-6) xmZti&M, 

j' ^7K^T--e^$tL^>^ 
Df±{£^r;i^;i^ ^r;w^^S (5t4u;^T-nii(^-£^-A,-e<> &v*) , r 

I> (2-1) ^$tL^^<h Lt(i, Arm^>-t:>Sit R9^m*/g 

^ RIOt&WST;!/^^*, R11-R13^tK^^T-. ^ny>^ tR^*, fi#l 

[0 0 3 0] 

*5£W<V7 ^~)Vy°u \s*>m.mmfe (1) W*U:M^v^:tC 
l^m^-t^Zt^X^^o #ijx.fi\ — ^ (1) H&v^T, -A^TIfiQ-e^ 
a^tL^^, Brt ? t: KnJry^St^^7 ^ ^ n fcf * > mtfS'ffc (9) ii>k 



tli!iE# 2003-3106165 



mm 2 0 0 1 - 2 2 5 7 4 9 ^- v : 24/ 



[0 0 3 1 ] 
[ft 7] 




7 8 9 

[0 0 3 2] 

iJ)^^>m (3) £M7kI£m*T-»U (4) t Ltzm^^yxr 

(5) <hlf^£«o ^>v'Jf> (6) &Hi§3il£-£7^ Tklti^D, 

.lOB^ ^>X7WF (5) <7)tMQi:o^ttt- (1) <Dm>W<D 

7-7^-, hplc, w&m,* ^(D^mxmmL, m$%*)i<#>m (9) £i# 

[0 0 3 3] 

ot-etiWSt^M^J: ^j£-e£& 0 mroRSt±. (1) <o- 
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I 
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^-v: 25/ 



oy/ft^fnT'J -;v*>SHi7 , J-;v^D >SXI^fo7'J-;^'n >^ 
y^V7'nb>xf;l/7r/; t:';v>, N.N-y^f ;V7 ^ / t° 'J v >f !i 

(aTHJ7 7-M fc**"C#* 0 i^f'J77-biiDMF, DME 

(1, 2-y>^yx^y) , ytH>WItf ^7^l« 

izfrK q ^^n r >JB§i^--ee& £ ntzit^^ h i> z>z\t tfx* # * o 

[0 0 3 4] 

7^ittt»t ] , ii^^^*0#^T, 7^;^70', T^^r^X 
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^-v: 26/ 



o»jftit»-c**'ffc* ^fSt-t- h »; * a , > r y *IHt*^fSt^ h; * a £ 
i^tfit^o ±is<7)T^.y^, i^iir^^r^T ^ ya£»±J^T«) RtfrKT 

[0 0 3 5] 

75 y \£v ^>^o*«ffi3fe*&v^i^ai*'; >?a, gtafc-J- h V)A4^i18 

m&M<oft&T^* fr#>m*mj&zit& itti^ttr? KsaflHSii^fc-c 

tf>#«iSJ**K MCIl-CT h >; xfji.7 5 vM V -7°n tf;vxf;ur 5 >> 
fc? 'J v > , N, N- V ^75 y tf V v > ^0«iffi*<^£T\ #tt>T Vy7t 
-K ^ Vftv7t- h -<htc«fc WS-T&mML &-?>v>(±^- 

[0 0 3 6] 

7^ii±, dmf, i??vu*?>&<7)7&&mm#mw*mt®Mt&&M<7> 

2>Ztl*Z£t)T < YW&h*i2>o mfim&, l-Carbonyldi imidazole 

& £ 7& ? pTfgT** 4 o z<DfflmL tzit&%)*m® & t^^f- Mb-t £ c: 
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frfc^t, 7;v*Mb£ff -5 -fc^ti^o ifc^T«»«t+, 

T, 7iK^A7^\ r;u*;u.*;i/**- h^eor;u*;Wb3iJtRJL«£-£& £ 

£ -e & T ;i/ * MkKfctfvSi&x~h & o m^<7)m^M* £ Wi ^- ^-m*Mf#ii £ ff^ 

ffi v > * »£\ S ft * v Mi * JgUdStf b£-& 4- il^tMt * i 

tCi 0HSIL?Hb#»£f#*£fc;OT^£>£ o -Oib^£@i£ N 

S-trfc, #^#*tt#:«>#x.&ft*j&*, ^^-e^LTv^<b^{i-0^^14 

#fe^?v^o * 7tvTXx^^^-75 ? #^-r^'fb^^ov^-c(i > ztnvr 

[0 0 3 7] 

UbS (1) ^£ft;Mb^^<7>BS?£j£Lff&J&£\ ^coiati 
, ijiv-y^A^ y ^ y ^? © * 'J ±iil i; ol, T^^-^Ata, ^ 

>H, p - > ;u >^(7)^x ojtl^tf & £ <h ^ 

§£ Q s^^t^MtLtii, (i) wt^m t <&m %wtztz m£.m 



mtiE#2 003-3106165 



#fl 2001-225749 



^- v : 28/ 



[0 0 3 8] 

— ^ (i) 'Z'TFZft&'it&yDtfzitzvym.ii, t<Dt t &z>\sm&w.<vmM 

o 

[0 0 3 9] 

m&x-o. oi^g-i g*fflv^ 0 

[0 0 4 0] 

ailiE#2 003-3106165 



# m 2 0 0 1 - 2 2 5 7 4 9 ^- v : 29/ 

[ft 8] 




■^*t>*>. 3-^>7M^7°nt°t>^ 1.80 g (1 1, 10.1 mmol) £$1*11^ 10 ml 
90t:-tr5B#KSP^L. mrMfiktxnW*- (aW : g£gftxf*= 

10:1) KTflNKl^mfla 2 £705 mg (43 %) f#fc e 
^<7)7^f>#l 2 402 mg (2.51 mmol) CML, p-x|«n/Or TAr* fcK 464 mg (3. 
07 mmol). fifc&tH*A 227 mg (2.76 mmol) &<«7kM 10 ml £#Dx.T. 80r 
•ClB#K^P^L/io R(D»«[Uft«xf^ ^jjpxTW^U *fffiLT£fcB# 
-Sr^litii • fg^L^y^r^l 3 * 688 mg (93 %) #£ 0 
«v*-CA*>->*9f*>#l 3 £ 5 ml <D*9J-tfT?T&frLtL&t\Z.^ i\Wkt\&V 464 mg 
(28 % HJ-mWL. 2.40 mmol) Sr 2ml <D19J-kX^ffi.LTmz-fz 0 INfK^, tK 
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1 
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^-v: 30/ 



ZmtLTtirltiLX &tzmfo*ty&\iM& ■ i!£:ltU WixtM^l 4 £ 631 mg (84 % 

) ntzo 

^^HxxtM^l 4 305 mg IZ 7.5 % Pd-C(wet) 58.5 mg, 19S-* 10 ml 
rt^nvir^- (a^> : If^xf*= 2:1) tCTffi^U «7C#1 5£ 77.8 mg (28 

%) ntzo 

[0 0 4 1 ] 

M7Gf£l 5 77.8 mg (0.26 mmol) \Z l-W/m&MrW&f* 44.0 mg (0.25 mm 
olh n\-m 2 ml 70°C izmmLfZo 2mm'ik, Hxfm> (43.5 mg, 0. 

31 mmol) *1mJiX 11 mm 70V XfcfoZ^tf Zo ^<7)fe s ftJBftfrlR3l&ft& • 
<£*L3IHI:#£ 50.8 mg #/i 0 £ £KjtifcKov>Ti8IRS*^ yW^n^r? 
7<f- : Sfslfcxf*= 2:1-1:1) KTffi$£L^ffc#:££*;b-t!:T 41.6 mg (total 

80 %) t#7c 0 uWiftft 92.4 mg (0.21 mmol) £ DMF 3 ml U?£^U 
k 34.1 mg (0.25 mmol). Witm 68.0 mg (0.48 mmol) *1)Uz-Xm?^WLtz 

XtmLtZo "t(Dfemm£'g£;L, mJ-Zffrfel 6 £ 99.2 mg (quant.) %tz 0 

mmhfol 6 88.1 mg (0.19 mmol) £ THF 2 ml, 0.4 ml ^M^LAM 
ftVfW-TKfOt? 12.8 mg (0.31 mmol) *Mz-X 5&?fflmWLfZo THF ^^J±^ 

^ic^xf^g^TK-ettmL. 7Ke*^-^-*T in-hci -ctttttc Lft»if*-e«im 

5WJWn**57*- (^bW> : 100:1-40:1) xmmL, it&VBl 0*4 

6.1 mg (54 %)&tz» 

iH-NMR (300 MHz, CD 3 0D) d 2.93 (1H, dd, J = 14 and 8 Hz), 3.09 (1H, dd, 
J = 18 and 4 Hz), 3.21 (1H, dd, J = 14 and 6 Hz), 3.34 (1H, S), 3.45 (1 

H, dd, J = 18 and 9 Hz), 3.62 (3H, s), 7.22 (2H, d, J = 8 Hz), 7.33 (1H, 
t, J = 8 Hz), 7.45 (5H, m), 7.59 (1H, t, J = 7 Hz), 7.81 (1H, ddd, J = 

8, 7 and 2 Hz), 7.94 (2H, d, J = 9 Hz), 8.15 (1H, d, J = 8 and 2 Hz). 
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MS (ESI) m/z 441 (M-H)" 
[0 0 4 2] 

[ft 9] 



2,6->**mW7x/> 4.39 g (23.2 mmol)£- 2-U*n*->-2-myS^W 
£ p-hy^m— TfcfOtJ (168 mg, 0.88 mmol) mWT, Y^>^MWl Lfz 0 Kfcfe 

0 ?#IK@*LaS£yW^n-7hr774- (A*t> : 1^*^=25 : l) K^tt, xxfM* 

1 8 £ 2.50 g (42 %) n/Zo 
[0 0 4 3] 

-W^l 8 (2.50 g) £ 7.5% Pd-C 259 mg (50% wet) BUT, fcmri 

zM*lt> 807 mg (19.2 mmol), THF 60ml, 12 ml £tJPx. T4B$r^«^ 1 fc„ THF 
£tf£J±S*L7tm^ S^xf^t7K-e#^L7K®^^L7t:o 1N-HC1 £ 

Jnx.T$H4HU #rttiLT£7j@#:£i&3IM • «£*t, *W>il 9£ 2. 18 g 
(92 %) #/: 0 

iH-NMR (300 MHz, CDC 1 3) 8 3.20 (5H, m), 3.63 (3H, s), 7.26 (7H, m), 7.40 



18 



19 




17 
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^-v: 32/ 



(2H, d, J = 8 Hz), 7.72 (1H, td, J = 8 and 2 Hz), 8.25 (1H, dd, J = 8 a 
nd 2 Hz) . 

MS (ESI) m/z 509 (M-H)~ 
[0 0 4 4] 

(ffl&0d) VCAM|S#v£14 (VCAM-l/«4/?l|££-Ty-fe^) 
^>-r**'J > «4^1^l§mLTv^^^^^tLTv^ ti hTlffl^lffl^Jur 
kat (ATCC TIB-152) OVCAM-1^0|S^^ia«^^l^^KOf^ ^illj^ Lfc 0 

96^i;Wc7)-7^ 9 4 5>--?V- h (Nunc Max isorp) t^iflKA (0. 1M N 
aHC03, pH 9.6) ^ULfz^MK.^ hVCM-1 (R&D systems) (500ng/ml) 
£100/. l/^;i^Dx., 4°C-C-Bfe-f h Ltio IS'g-LTv^vWCAM-l 

(iPBs-ei[ii^?f-r^>-^m: *m^ 0 mmk. -ru??^-* (±u^mm) 
*?Bs^4fe^mLfzmmwL mmm) £150^1/^ ^i^n^ ^.w?mm4 

JurkatmmZr^^ v (SIGMA, mTDMEM^O^) -C2m$c 

?#-U 10//g/ml<7)Calcein-AM (fO*^) £^frDMEM4^37°C, 3053^ Bf^rtc 
t^> + a^-bf^C^:J; ^st^ltL^^ (20mM HEPES, 0. 

1% BSA^'a'tfDMEM) i:ffliU: 0 

■mytmm Lfz JurkatfflM (4X10 6 M/ml) (**!-#» 100 ju 

i^) . Miar-30^w^ (ika mts-4) ±-?8 

OOrpm, 30#W*»U iS^ i £ ta 0 , LTv>&^0Jfe 

fc8fev>£: 0 f)fe7°l'- h '1 (Wallac 1420 •> > ? -) 

485nm, I 535nm) 0 i^^W^tLfc^SlfttiVCAM-lJIfe^Lr'/l'- 

£100%£ L7t^<^«^0#Jgtri3lt^)#i^^®^^^^^, 50%^P1# 
* *> fc^«j£lC50«:ft-# Lfc e 

nhiLtzUM^^^l tc^i" 0 #&14f±IC5(Mit* J 0. 0 2 //mol/UlT^A, 
0. 0 2 //mol/Lcfc 0^:^ < 0. l^mol/LMT^B, 0. 1 // mol/L i 0 # < 
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2 jumol/LJirFSrC, 2 ^ mol/LJ: 0 # < 1 0 /< mol/LWlT^-^ D i:gH- 0 
[0 0 4 5] 

mmM) VC AMIfi«?£14 (VCAM-1/ a 4/9 Tv-t4) 

^RPMI-8866<7)VCAM-l^(7)|t^ £ Pl^-f £ M^K^t^ * i'i^ L fc G 

96->i;K7)^^ ^ n ^ ^-"7°l-- h (Nunc Max isorp) tcMWiflA (0. 1M N 
aHC03, pH 9.6) "e^rfR Ltzm&z. t: hVCAM-1 (R&D systems) (500ng/ml) 
£100// l/^i^iJPx., 4'CT— Bfe'T >^ra^- h L£o Inla LTV>& VWCAM-1 
(iPBS-eiHI^I-^vlt^J; h^tzo mm&. 7D7^x-^ (^h^:^) 
£PBS-C4f£H«^L£M«ift (MWtttB) £150,</ ^^-eiB#P H 1 
b LfJo M«BO|£*ie^ PBS-ClIU^^IIML^o 
RPMI-8866li^^l0^g/ml(7)Calcein-AM (mitfltM) ^Ol^ y ^2fc^ 

-?)Vtgj& (SIGMA, J^TDMEM«h^) 4>-C37°C, 3055*P^ > * - M~ £ - 
tCi 0 Stalls L7^£, 4mMWMnC12£^fr*£^Mfj«t (20mM HEPES. 0.1% BSA 
^r'a'tfDMEM) i:SI?il^o 
[0 0 4 6] 

3l:^f»L7t:RPMI-88663» (4X10&*fflJfe/ml) £50// l^JDx. (fltf*-#»100// 1/ 
Vx-fr) , ^-?*30^P^ h Lfco ^W-higMil (IKA MTS-4) ± 

-e800rpm, 30#T«M U i£*> C <h iZX *) , ffiSLX^ft^ffl 

J&£|£v^o f^V-f 1 ;-/- (Wallac 1420 ARVO^/i/^-^^^* ^7 > ^ - 

! 485nm. : 535nm) 0 - Z^&btltz&%ttmmCM-11,Zj&&LX7l' 

- h±H^o/zRPMI-8866«<7)mnJt^!ii-^>o & ^ ^;K7)^ 

^3£Jt£l00%£ L^^<7)tt^O^Hj3tt^^^K<7)|S^^*^. 50%*S 

nhKtzym.&W;*^! Ktt^o ?&14(iIC50fit^0. 0 2 ^mol/LmT^A, 
0. 0 2 ^mol/LJ: 19^:^ < 0. 1 ju mol/LJilT^r B , 0. 1 //mol/LJ: 0 7v£ < 
2 /<mol/mT£C, 2 /zmol/LJ: < 1 0 //mol/U:iT<7>*l^£ D t^rfo 
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[0 0 4 7] 

imi] mi 

(IC50ft mmol/L): 10^D>2. 0^C>0. 1^B>0. 02^A 
Mti&W a 4/3 7 a 4/31 

1 B C 

[0 0 4 8] 

[»woa*] 
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